10/522,646 

=> d ibib abs hitstr 1-2 



L4 ANSWER 1 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
GI 



CAPLUS COPYRIGHT 2 006 ACS on STN 
2006:128520 CAPLUS 
144 :362557 

Design and synthesis of potent and subtype -selective 
PPARa agonists 

Desai, Ranjit C; Metzger, Edward; Santini, Conrad; 
Meinke, Peter T.; Heck, James V.; Berger, Joel P.; 
MacNaul, Karen L.; Cai , Tian-quan; Wright, Samuel D.; 
Agrawal, Arun; Moller, David E.; Sahoo, Soumya P. 
Department of Medicinal Chemistry, Merck Research 
Laboratories, Rahway, NJ, 07065, USA 
Bioorganic & Medicinal Chemistry Letters (2006) , 
16(6), 1673-1678 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CASREACT 144:362557 



CF 3 




Rl 



AB Nonracemic aryloxypropoxyphenoxyisobutyric acids and 

aryloxypropoxyphenoxybutanoic acids such as I (RR1 = O or R = Rl = Me) are 
prepared as selective human PPARa agonists for use as 
antihypercholesteremic and hypolipemic agents; I (R = Rl = Me) is a 
particularly potent antihypercholesteremic and hypolipemic agent both 
alone and in combination with simvastatin. The 

aryloxypropoxyphenoxyisobutyric acids and aryloxypropoxyphenoxybutanoic 
acids are generated by structural modification of an aryloxypropoxyphenyl 
thiazolidinedione and replacement of the thiazolidinedione moiety with the 
carboxylic acid moiety present in fibrates. The effects of changes in 
both the substituents neighboring the carboxylic acid moiety and in the 
pendant aryl groups on the selectivity and affinity of 

aryloxypropoxyphenoxyisobutyric acids and aryloxypropoxyphenoxybutanoic 
acids for PPARa are determined The pharmacokinetics of I (R = Rl = Me; 
RR1 = 0) in rats, dogs, and monkeys are determined 
IT 653563-72-5P 653563-73-6P 882176-29-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of aryloxypropoxyphenyl isobutyric and 
aryloxypropoxyphenylbutanoic acids as selective human PPARa 
agonists for use as hypolipemic and antihypercholesteremic agents) 
RN 653563-72-5 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2-diethyl-4- (trif luoromethyl) -2H-1- 
benzopyran-7-yl] oxy] propoxy] phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 653563-73-6 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2 -dimethyl-4- (1-methylethyl) -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2 -methyl- , (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 



Me 




i-Pr 



RN 882176-29-6 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [2 , 2 -dimethyl -4- [3- (trif luoromethyl) phenyl] -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me 
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RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 
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antihypercholesteremic activities, and pharmacokinetics of nonracemic 
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CN Butanoic acid, 2- [4- [3- [ [6 -chloro-2 , 2 -dimethyl-4 - (trif luoromethyl) -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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AB A class of chromane and chromene compds . I [Rl, R2 , R4 = (un) substituted 
Cl-3 alkyl; R3 , R5, R7 = H, (un) substituted Cl-3 alkyl; R6 = H, CI, Me, 
CF3; A, B = H, CI, F, Me, CF3 ; X, Y = 0, S; n = 2, 3; dashed line = 
optional double bond] , and pharmaceutically acceptable salts thereof, are 
useful as therapeutic compds., particularly in the treatment and control 
of hyperlipidemia, hypercholesterolemia, dyslipidemia, and other lipid 
disorders, and in delaying the onset of or reducing the risk of conditions 
and sequelae that are associated with these diseases, such as 
atherosclerosis. Compound preparation is included. 

IT 653563-65-6P 653563-66-7P 653563-67-8P 
653563-68-9P 653563-69-0P 653563-70-3P 
653563-71-4P 653563-72-5P 653563-73-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(PPARct-selective chromane and chromene compds. for treatment of 
lipid disorders, preparation, and use with other agents) 
RN 653563-65-6 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2, 2-dimethyl-4- (trif luoromethyl) -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2-methyl- (9CI) (CA INDEX NAME) 



Me 




CF3 

RN 653563-66-7 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2 -dimethyl -4 - (trif luoromethyl) -2H-1- 
benzopyran- 7 -yl] oxy] propoxy] phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




CF3 
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RN 653563-67-8 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2 -dimethyl-4- (trif luoromethyl) -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2-methyl-, (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me 




CF 3 



RN 653563-68-9 CAPLUS 

CN Butanoic acid, 2- [4- [2- [ [6-chloro-2 , 2-dimethyl-4- (trif luoromethyl) -2H-1- 
benzopyran-7-yl]oxy]ethoxy]phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 653563-69-0 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ (6-chloro-3 , 4 -dihydro-2 , 2 -dimethyl -2H-l-benzopyran- 
7 -yl)oxy]propoxy]phenoxy] -2-methyl-, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 
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CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2 -dimethyl -4 7 (trif luoromethyl) -2H-1- 
benzopyran-7-yl]oxy]propoxy]phenoxy] -2-ethyl- (9CI) (CA INDEX NAME) 



10/522, 646 



Et 




RN 653563-71-4 CAPLUS 

CN Butanoic acid, 2- [4- [2- [ [6-chloro-2 , 2 -dimethyl -4 - ( trif luoromethyl) -2H-1- 
benzopyran-7-yl] oxy] ethoxy] phenoxy] -2-ethyl- (9CI) (CA INDEX NAME) 



Et 




CF 3 



RN 653563-72-5 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2-diethyl-4- (trif luoromethyl) -2H-1- 
benzopyran-7-yl] oxy] propoxy] phenoxy] -2 -methyl - , (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Et 




CF3 



RN 653563-73-6 CAPLUS 

CN Butanoic acid, 2- [4- [3- [ [6-chloro-2 , 2 -dimethyl -4- (1 -methyl ethyl) -2H-1- 
benzopyran- 7 -yl] oxy] propoxy] phenoxy] -2 -methyl-, (2R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me 




i-Pr 
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